Werner syndrome is considered inherited premature ageing and genomic instability syndrome. It is an autosomal recessive disorder in which aging process is accelerated starting after puberty. It is also termed as Progeria adultorum.
INTRODUCTION
Werner syndrome is an autosomal recessive disease that characterized by accelerated senility after puberty. It has a global incidence rate of less than 1 in 100,000 live births, but incidence in Japan is higher [1] [2] [3] [4] . The mutation is in the WRN gene (Werner Syndrome RecQ like Helicase) that encode for DNA helicase which is thought to be important for the maintenance and repair of DNA. This mutation exhibits accelerated DNA methylation changes that are similar to those occurred in normal senility [5] . It causes genetic instability and failure of repair DNA.
CASE REPORT
A 35-year-old married male presented to our unit for preoperative assessment for cataract operation. We noted that he have senile facies with partial loss of hair which started at the age of 20, short stature, dark skin, lost one of upper incisors, high pitched voice, bone deformity in toes of both foot for left big toe and he was operated at age of 30, with tight skin over feet, distal digital joint contractures and skin thickening which gradually worsened. History of bilateral cataract for one of them (Right eye) he was operated at the age of 31. Patient married since 10 years and has no children, no diabetes but hypertension was first discovered during admission ( Figure 1 ).
He was born from a consanguineous marriage and his father and mother were normal. However, one of his siblings has similar disease. On physical examination patient appeared much older than his stated age and weighed 49 kg. The height was 150 cm. The trunk was normal with distended abdomen, but the extremities were slender. The scalp hair was partially lost, greyish white, sparse, facial hair white. There was microstomia and the nose was small and beaked. The skin of the face was atrophied, wrinkled with little subcutaneous tissue but was not sclerosed.
Contractures of hands and feet with mottled hyperpigmentation were present with 20 nail dystrophy. On examination of eyes, unilateral central lens opacity in left eye was seen. One of upper incisor tooth was missing, blood pressure was high (170/100) mm Hg.
There were also crusted verucous plaques over heels and metatarsal bones. We ask the patient about similar condition in his family he clarified that his brother was operated for cataract extraction and hip joint replacement ( Figure 2 ).
After admission of the patient, investigations showed in Table 1 . 
DEXA scan
BMD of lumbar vertebrae shows normal measurements with average T-score of -0.7 (-9%), BMD (bone mineral density) of left femoral neck shows osteopenia with average T-score of -1.9 (-26%), BMD of the left radius and ulna shows osteopenia with average T-score of -1.7 (-14%).
On laryngeal examination there were Mobile vocal cords with patent airway and laryngitis (due to reflux).
His brother is 40 years old, married and have one child (aged 5years), 145 cm, 40 kg, senile facies, dark skin, alopecia, small mandible, prominent zygomatic bone prominent eyes, high pitched voice, waddling movement due to shorting of one limb after recurrent hip joint replacement, the extremities were slender, tight skin over hands and feet, there was an dark, rough, punched out ulcer about 3 cm over the right lateral malleolus from 2 years ago not responding to usual medical treatment, history of bilateral cataract extraction with lenses insertion. His blood pressure was normal. Serum TG and cholesterol were moderately elevated (Figure 3) . Unfortunately there is no definite cure for this syndrome but only prophylactic measures to avoid complication (cardiovascular and cerebral one) via treatment of hyperlipidaemia, osteoporosis and hypocalcaemia by alendronate and calcium supplement. Patient discharged from our unit after one week of admission and his blood pressure was controlled on ACEI (An Angiotensin-Converting-Enzyme Inhibitor) 25 mg/d, he was underwent cataract extraction with lens insertion and his brother referred for orthopedic consultation.
DISCUSSION
Pangeria is a very rare disorder; global incidence is 1 case in 1 million persons. It is recessive genetic disorder that is characterized by premature aging starting mostly after puberty and usually diagnosed in third decade [6] . It caused by mutation in the WRN gene that located on chromosome 8, position 12-11.2 [7] . The WRN gene is thought to be important for the maintenance and repair of DNA include replication, repair, recombination, transcription, and chromosomal isolation. Mutation causes genetic instability and failure of repair DNA. Cell cycle is primarily affected; patient undergoes very few cell divisions. It was known that the cells from normal individuals multiply approximately 60 times whereas Werner syndrome fibroblasts may reproduce only up to 20 times. Some papers have suggested that WRN is essentially a "counting gene,"
regulating the total number of times that human cells may divide and reproduce. Brain and muscle cells not affected as they already undergo few cell division. The more individual ages, the less the cells undergo mitosis. They show signs of premature senility as well as having health complications of aging such as cardiovascular disease, cataract, premature menopause and bone deformity.
Considering the presented two brothers with Werner syndrome, we relatively diagnosed one patient at earlier age with respect to the published cases. Our diagnosis was based on the clinical findings and family history. We could not perform genetic study due to our laboratory condition. We would like to contribute to the previous literature with our clinical observation as regard the 2 brothers that the elder case is more manifested and complication is more evident (with difference of age 5 years from his brother) Generally, he was presented with alopecia, high pitched voice, extremity pain, recurrent hip joint replacement with abnormal movement due to shortage of one limb, scleroderma like skin in both foot and hand, chronic leg ulcer. They are still under follow up. Treatment is based on prophylactic measures to avoid complications.
